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BAYER AG COMMENTS ON DRAFT GUIDANCE FOR INDUSTRY ON
BACPAC I [Docket No. 98D-0994]

Bayer welcomes the Draft Guidance for Bulk Actives Postapproval Changes in
the BACPAC I document.

Experience has shown that the current regulations are too strict, complex and not
flexible enough to allow the API-producer to adopt his products to scientific and
technical progress and also to economical needs. On the other hand the
authorities of the different countries must be sure that the production of API’s is
always in compliance with cGMP and the marketing authorisation.

First we think that this Draft Guidance is on the right lines and shows quite a
good balance between these two point of views. It is very important that in this
draft guidance the FDA clearly expresses the fact that there is a great difference
between the dosage form manufacturing and the API production. Within the API
production there are also differences between the production of the
intermediates including the final intermediate and the production of the API
itself. As expressed in the document the API’s and their intermediates are
normally well characterized substances with a well defined quality which is
fixed in a specification. This specification is the base for the necessary quality of
the API as laid down in the marketing authorisation. On the other hand it is very
clear that this quality is build into the substance by a well defined process with
fixed process parameters which are also laid down in the marketing
authorisation. But it is important to remember that the only reason for a fixed
specific process is to get reliably the necessary quality of the product. This
means that we have a clear measurement for the effectiveness of a defined
process and therefore also for changes in this process. Last but not least is this
quality assured only in a cGMP controlled environment with all the necessary
rules and documentation. These facts can also be systematically used for the
classification and the handling of changes in the API production and we are glad
to see that this is done in the BACPAC I document perhaps at some points not
with the desired consequence.

A meaningful classification of changes could be made as follows:

1. Changes which affect only the GMP-System or the environment e.g. site
changes, equipment changes and changes of the scale of production (class 1).

2. Changes of information related to the process itself e.g. process parameters
like temperature and pressure, change in solvents and changes in the route of
synthesis including the final intermediate (class 2).

3. Changes in the specification of all substances (class 3) divided in two groups
- all substances up to the final intermediate (group 1)
- the final intermediate (group 2)



According to this classification we would like to see that the draft guidance
would be revised in the following manner:

1. Within BACPAC I there should be a strict separation between first all
changes witch are only GMP related (class 1) and second the changes witch
affect only fechnical information in the dossier with no influence on the
quality of the API (class 2) and third the changes in specifications (class 3).

2. If the company could proof that the change leads to the same quality of the
final intermediate -as defined in the document- (case 1) there should be
never the necessity to get a prior approval before implementing the change
and only if the route of synthesis of the final intermediate is changed or it is
bought from a not approved supplier (case 2) there is the necessity for a
CBE. If the change leads to a final intermediate with a different quality but
within the approved specification and the API has the same quality the
company will have to file a CBE (case 3).

3. All changes of specifications except from the final intermediate (group 1)
which do not influence the specification of the final intermediate should be
filed in the annual report. A change in the specification of the final
intermediate (group 2) has to be filed as a CBE if the company can proof
equivalence of the API

If these general principles are accepted this would result in a very simple
decision-tree for each change in the scope of BACPAC I (Attachment A).



Attachment A

Decision-tree for BACPAC |

|  Change |

AR: Annual Report
CBE: Changes Being Effected
PAS: Prior Approval Supplement
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